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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of . 



_8_ 



. sheets, including this cover sheet. 



1-1 This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or dr ™^ JjJJ 
□ amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3 . This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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Telephone No, 
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pJBp2003/006942 



I. Basis of the report 

1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 

pages 

pages . 

pages 



□ 



as originally filed 
, filed with the demand 



, filed with the letter of 



[_j the claims: 



pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



_ , filed with the tetter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



filed with the letter of 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language wnicn 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 
□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 
| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 



The amendments have resulted in the cancellation of: 

L3 the description, pages __ 

I 1 the claims, Nos. , 

I | the drawings, sheets/fig 



□' This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been jurnished to the receiving Office in response to an invitation ^ Ar ^^^ r Sjjl 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



relate to the following subject matter which does not require an international preliminary examination (specify): 
The subject matters of the above claims relate to methods for treatment of the human body by therapy, as 
well as diagnostic methods. 
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. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I | the entire international application. 

claims Nos. 11. 13-17 , 44=42, gfcgg, 61.63-66 



because: 



the said international application, or the said claims Nos. . 16,46,47,61,64,66 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 11, 13-15, 17,44, 45,48, 49, 56- 

58. 63. 65 ■ 

are so unclear that no meaningful opinion could be formed (specify)'. 

Claims 11, 13-15, 17, 44, 45, 48, 49, 56-58, 63 and 65 describe compounds identified only by means of a 
screening method or according to a function, and the said compounds encompass all the compounds obtained by 
the said method and all Hie compounds having the said function. However, the specification does not describe 
specific substances identified as such compounds, and so claims 11, 13-15, 17, 44, 45, 48, 49, 56-58, 63 and 65 
are not supported by the specification and disclosures. Furthermore, the descriptions in the said claims are not at 
all clear. 



r— , the claims, or said claims Nos are so inadequately supported 

| J by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 11, 13-17, 44-49, 56-58, £L 63-66 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

[ j the written form has not been furnished or does not comply with the standard. 
| | the computer readable form has not been furnished or does not comply with the standard. 
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IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
I | restricted the claims. 
I | paid additional fees. 
HI] paid additional fees under protest 
| | neither restricted nor paid additional fees. 

This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1, 
not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

1 | complied with. 

not complied with for the following reasons: 

A screening method for AR ligands using cells that express mutated androgen receptors was well known 
prior to the priority date. Accordingly, the group of subject matters of claims 20-28 that relate to ^eenmg 
methods using a PSA promoter, and the group of subject matters of claims 62-66 that relate to methods for 
categorizing anti-androgen agents, are not so linked with the groups of other subject matters as to form a single 
general inventive concept. So, it is considered that the claims of the present application describe three 
(inventions. 



I 4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 



I | all parts. 

the parts relating to claims Nos. 



1-10 , 1 2, 50-55.59.60.62 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-4, 9, 10, 12, 18-43, 50-55, 59, 60, 62 



5-8 



1-10, 12, 18-43, 50-55, 59, 60, 62 
1-10, 12, 18-43, 50-55, 59, 60, 62 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1: J Biol Chem., 1999, Vol. 274, No. 12, pages 7777-7783 

Document 2: Biochem Biophys Res. Commun., 1990, Vol. 173, No. 2, pages 534-540 

Document 3 : Cancer Res., 1 999, Vol. 59, No. 1 1 3 pages 25 1 1 -25 1 5 

Document 4: J. Clin. Invest., 1994, Vol. 94, No. 4, pages 1642-1650 

Document 5: Cancer Res., 1994, Vol. 54, No. 1 1, pages 2861-2864 

Claims 5-8 

The subject matters of claims 5-8 do not appear to be novel or to involve an inventive step in view of 
documents 1 and 2 cited in the ISR 

Document 1 describes an experiment to elucidate the mechanism of activating, independent of androgen, 
androgen receptors in human prostate cancer LNCaP depleted of androgen, because of Bicalutamide, an anti- 
androgen agent. 

Document 2 describes that human prostate cancer LNCaP has an abnormal androgen receptor system, 
and that an anti-androgen agent competes with androgen in bonding to androgen receptors and stimulates cell 
growth and the excretion of acid phosphatase specific to the prostate, and also describes that androgen receptors 
having site mutation in the 868 th site of the ligand bonding domain are detected in LNCaP cells. 

Accordingly, documents 1 and 2 describe human prostate cancer LNCaP that can grow in the presence of 
an anti-androgen agent, and the cell strains of claims 5-8 are substantially indistinguishable from it. 

Claims 1-4 

The subject matters of claims 1-4 do not appear to involve an inventive step in view of documents 1 and 
2 cited in the ISR. 

Documents 1 and 2 describe human prostate cancer LNCaP that can grow in the presence of an anti- 
androgen agent, and it is considered to be obvious for a person skilled in the art that the androgen receptors 
have mutation. 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

Claims 50-53 describe antibodies having specific cross reaction; however, it is not considered that a 
person skilled in the art can obtain such antibodies by a conventional means without excessive experiments. 
Accordingly, the subject matters of claims 50-55 and 60 are not adequately supported by the specification. 
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Continuation of : V.2 



Claims 9, 10 and 12 

The subject matters of claims 9, 10 and 12 do not appear to involve an inventive step in view of 
documents 1-3 cited in the ISR. 

Document 3 describes an experiment to determine the role of mutant androgen receptors (AR) in 
androgen-independent prostate cancer, and describes that AR mutants with site mutation at the 877 th site were 
strongly stimulated by Flutamide, an AR antagonist, and those with site mutation at the 890 th site were not 
stimulated by Flutamide, and that patients having AR mutants to be stimulated by Flutamide responded to 
treatment by Bicalutamide, an AR antagonist. 

Accordingly, it is considered to be obvious for a person skilled in the art to use mutant androgen 
receptors (AR) in androgen-independent prostate cancer to screen their antagonists or agonists. 

Claims 18-28 

The subject matters of claims 18-28 do not appear to involve an inventive step in view of documents 1-3 
cited in the ISR. 

Document 1 describes that prostate cancer LNCaP cells are transformed with the androgen-responding 
element of the promoter of PSA gene and a nucleotide to code for a luciferase reporter gene. 

Claims 29-34, 36-41 and 59 

The subject matters of claims 29-34, 36-41 and 59 do not appear to involve an inventive step in view of 
documents 4 and 5 cited in the ISR. 

Document 4 studies the causes of androgen resistance in patients with a feminization symptom because 
of the substitution for a single amino acid in the hormone-bonding domain of androgen receptors, and examines 
the ability of a mutant because of the substitution for tryptophan represented by amino acid no. 739, which 
corresponds to amino acid no. 746 in the present application, to bond to a ligand such as androgen. Document 5 
describes that a mutation of threonine in the 877 th site (corresponding to amino acid no. 882 in the present 
application) of the hormone-bonding domain of androgen receptors, as in prostate cancer cell LNCaP, is 
detected in patients with prostate cancer, and points out that the change because of the said mutation in the 
characteristic of bonding to ligands causes selective growth of prostate cancer, and describes that AR mutants 
frequently observed contribute to the treatment of prostate cancer. 

Furthermore, it is considered to be obvious for a person skilled in the art to manufacture AR mutants by 
means of genetic recombination technology. 

Claims 35, 42 and 43 

The subject matters of claims 35, 42 and 43 do not appear to involve an inventive step in view of 
documents 2-5 cited in the ISR. 

It is clear in view of documents 2 and 3 that proteins, or fragments of proteins, that are known to affect 
androgen's bonding ability are used for diagnosing androgen-independent cancer. Screening antagonists or 
agonists to AR mutants would be obvious to a person skilled in the art. 
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Supplemental Box \ 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of : V.2 
Claims 50-55 and 60 

The subject matters of claims 50-55 and 60 do not appear to involve an inventive step in view of 
documents 4 and 5 cited in the ISR. 

A person skilled in the art would have tried to obtain antibodies that produce immune response specific to 
various AR mutants, and would clearly have used the obtained antibodies to quantify the antigens. 



The subject matter of claim 62 does not appear to involve an inventive step in view of document 3 cited 
in the ISR. 

Document 2 describes that androgen receptors having site mutation at the 868 th site of the ligand-bonding 
region of LNCaP cells are detected, and the mutants bond to anti-androgen agents. Accordingly, identifying AR 
mutants and the kinds of anti-androgen agent to bond to those mutants would be obvious to a person skilled in 
the art. 



Claim 62 
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